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4 ] 

1 lb 3 IBiRo;^ ij _ - ^'':^*o 
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m-^-^ 6 ] 

IB«<^;^ ^ U - - > ^^:^i*o 
[ft^:^ 7 1 
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11] 

m-^-^ 1 2 1 

® 7 ^ 9 IB^O iJ"; - - > :J'*:&&o 
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Ift*:^ 16] 

[itm^ 1 7 ] 

it*^:EM^J> 3*'i'>> ryy x.^ <ym<omf^i)^-^"^^^^-f^^t^i^WLt-t^m 
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^il^r'fSffii-^- t ^^Stai-r^^^^PIiSE^ Schizophrenia^-^ 
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:=-yvy-)^^m^^rm^hfL^'(t^%ttziii-t<Dm.o 
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i^m<D^m mac. eiegans \,z^i'!r&n^mB.§tmmM^mmmmw^m^ 

[0 0 0 1] 

:i^§tmitm^mB. m^^um. ^^m. schizophrenia (mT> 

[0 0 0 2] 

[0 0 0 3] 
[0 0 0 4] 

Caenorhabditis eiegans (C. eiegans) (mT^ Mil tW&IBI"^^^^^^^) 
1000l@t5if<75«je»^?)'5:^'»^SI^15 U<^±o4'i::'ttf/h$^#M^t>-e^;&o m^^iJ^ 

, Ayav^iiJ' h 1 9 9 8^lw^^L#?ll 9 0 0 01®<^iHS^=£r3|-r * ^ ^= 

[0 0 0 5] 

RNAT^fe (RNA i ) (^T. RNA i tB&KI-^Jir'^^^*^) '^'^1 9 9 8^(1^^ 

§ttTv^;i, 1 ) o 

[0 0 0 6] 
[0 0 0 7] 

[#i^Wp:fcMll Nature. 1998 Feb 19; 391(6669) : 806-11 
[0 0 0 8] 

[0 0 0 9] 
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[0 0 10] 

(3) mi^'i^mir^cit^s^WLt-r^m^^mm. mn^um. ^ 

iiL<itm<DV^~^-^^yT^''-:^Vx-nW}mi'^i-^^t^(^mtir;h (1) -A-h (3) IB 

m<D>^^')~=-y^-^ms (5) m^^^mm. ^ij^y. ryyaL^^ym<onfL-ii>x- 

'^mm^-r^^im^t't^ (1) -b^h (3) iB^<^);^:5"J-:^:x^^:^^. (6) «am 

h (3) I5«co>?.i^ V-^ViJ^'^fe. (7) ^A=^'f$ffli-^-i:'^#l^i:i-^^M=Sr?^5» 

»#^m«-Y&*i-*<k'g-^i/it4-?-<^J^<^^^' (9) mm^^ffl-T'S^ 

t ^#mt-r;&^'^^P^> l»W:9-^^s Schizophrenia* ?^5^1-^^k^t»t7t 

h-e^ftl;^'f^t-^ii=Sr#mi:-t^ (7) ir^h (9) ia«<^;^ V > ( 

1 1) m^^%mM. ^ij^-y. T>y ^>m<omM'^^Wim'^-rh^h^i^^h 

■t^ (7) Tb^h (9) is®<^;^.i!' v-->i5''::^-iS> (12) BA^^^yy^-^ r 
^•^;v7'f ><^<RrtL/5>-e^fil)iSf^1-*^ t *#i!fci-r^ (7) ^O-fj (9) iB«(7)Xi5"j- 

=-y^'iom. (13) it*=^<^ffli-'2.^^:*#mt-r;2.^mt3p*L/ca{5^oxi^u- 
t^ij-^>'i?'^;;-;i/, (15) mA^^m'T^^t^'wmt-r^m^^mm. mn^^m 

> ^S-S?^. SchizophreniaiC|iaL/v:itfE^=-<^;^i^ V -->i5^'7-;V> (16) 

e> (15) iBm<^^i^ V (17) m^«r:«:m^J> ^fj^y. ryy^i^ 
^ym'omM-x^wimi^'r&^ti^m.t-t^ d 3) (15) iBm<^;^^';-- 

(18) ^^^^ ^ v^i^' 5 >^ T'}^^;V7 ^ >'<^'fprtL:d^-c^fi!iS'f'^i"'5. 
^Lt^WWitir^h (1 3) (1 5) fim.<D :^ - =■ y if y - . (i 9) m**4* 

mi-^^t^(^mtir^mB.^x^m-r^it^mtfzii^(Dm.<^^^')-=-y^y-}^^ ( 
^-y^y-,],^ (2 1) ^^^-f^ffl-r^^ t^^mii-rs^-^^p^^ ^ 

Schizophrema^X^m-r^<t^^tfzl,i^(D^(Dy^^ V --y^'y-Jl'. (2 2) 

1 9) Hf-h (2 1) iBm<^?^^ (2 3) m&^%mM. =1:^4 y. r 

yy:r.dr^z^m<y)isifL-A^-C^W}mi'^-t^^t^S^mt-r^ (19) b-h (21) IB«<^^ 

ij - - iXi^-^;/-;!/, (2 4) MSl^r^ iJ' > 7 :c ^ 5 T'-K^;V7 -f >'<^'fBr^^^^■Ctri^J 

iSf^i-;g>^i:=^#mti-^ (19) (2 .1) mm<7)7.^ v-=-y-i^y~}^. (25) 
(7) :&^e> (9) <r>mfi7(>^<D^^^}-=-y^:^^i^fzit (1 9) (2 1) ^m<^>^iJ' 
u-~>i}^'y-;^=S:ffiv^T#^^^:^)>^k'g-i®tf^^±-eom^ (2 6) (2 5) mWL<Dit^m 

[f&Bj * ^M-f- ^ fztb<Dm.i^<Dj^m] 

[0 0 11] 

^Te^^ii:^=£:#^ '5^->^^^#-<M^i^)^tL^ (J Abnorm Psychol 86, 103-126, 1977. Br J 

Psychiatry 155, 15-21, 1989) o ^ LfzWi^^m&mnmmKisH ^m^m^mn^ 
(D!i^mt%mMm^m<i^is^^xiim.^^fix^^. 0'<(Dm^x^.-b^^m^fLX\^^^ (Bioi 

Psychiatry 18, 429-440, 1983. Neuropsychopharmacology 17, 205-229, 1997. Brain 
Res Rev 31. 371-384. 2000) o mmmmi'^mMmm^ V < itj&.(D K-^-«5 >T=f^;^ 

aiiE#2 005-3011344 
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ift7&«fl^$ tL^ lIfell14<^5t^Te<lii:^i ^ ^-eM5^MlC*il L/c#m:d*®ie> tLS (Brai 
n Res 514, 22-26. 1990> Psychopharmacology 151, 99-120, 2000^ Brain Res Brain Re 
s Rev 25, 192-216, 1997) o 
10 0 1 2] 

^&mM ^> L < i,±\k(D K - /1 5 > T ;^ h ^ c: i: i 19 ^Wl^^ L fz^.^ 

m^-t^m'R'^-<omm\:.^m-^^^^ t ^^^mm^i^mmL. #M2oo2-232448tc:fev/^-c 

[00131 

m.^i±if^■&MKiS\^^xmm^J:mW^^i^i^'C\^^^m (Brain Res 514. 22-26. 1990. Ps 
ychopharmacology 151. 99-120. 2000. Brain Res Brain Res Rev 25, 192-216, 1997) 
. ji{E^6<J^:li>&flC#tL;tDrosophiliat;^v>T^) n:?;^ ^JfTKli^^^«^$tLTV>;& 

cience 285, 1066-1068, 1999^ Curr Biol 9, R770-R772, 1999) o L:d»L^:7&*^, Sfe 
[0 0 14] 

m.Ait^BiRmmMtLx (DA) imm\^. mm^mmi^i^if^m. m^-^-f 

ODA^## (Neurosci Lett 319. 13-16. 2002. J Neurochem 86, 869-878, 2003) 
OT)A> 9 (DAT) (Mol Pharmacol 54, 601-609, 1998. Proc Natl Acad Sci U 

SA 99, 3264-3269, 2002. Annu Rev Pharmacol Toxicol 43, 521-544, 2003) '^^'f^^ 

x^Tt^^tij-h. dttib (omm \tmi^\zn\^xiy DA#^m ^^lx ^m?:^-^ t -^m 

lim%W}^t^mi-^tmK.hfi (Behav Brain Res 37, 89-92, 1990. J Neurobiol 54, 
203-223, 2003) . ^'MM^^ t < liim<D K-/^•5 ^T^T^;^ > K X^^W}mi^■^^^^L 

J^I,ZALmLfzm0.Xti>^^ ^tii^^m^flX\^^:^ (J Neurosci 17, 8491-8497, 1997. Eu 
r J Neurosci 11. 1598-1604, 1999. Nat Neurosci 4, 1217-1223, 2001. J Neurochem 8 
5, 14-22, 2003) o 
[0 0 15] 

mm K-/^• 5 > T ^f-;^ > i 'J m^k^m^. MMMmnm. mw^&^j: 

[0 0 16] 

irT'4'»M^'^ L< {i-ffec^ K-^^•5 ^ra*-;^ hti^m^^J. ryy:^^ 

[0 0 17] 

ivlT*^T»li:{±^^01ocomotion-e^^7&^ :iftKm^^ft^i>(^Xit^<. 'ERIx-fiTBH 
[0 0 18] 

f^mizm^ f^i^^m(07. >; - - > ^^i-^ ^ t i}^x x^^m^ itmtz 
(1) nrnt^m^^m.^.^z^^T^.t^^jim. rz^^ (2) ^<D^k<Dmm^Ai^M'r^mm 
^t^mtitmm.. wL^i:mt>-r. m^m(o=fwtfzitmm^<oMmf}^±m^ix^'^x<7)^t 
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mm 2004-000179 



4/ 



[0 0 19] 

[0 0 2 0] 
[0 0 2 1 1 

10 0 2 2] 

■e ife ;g> i&^'flf C5 fiScS: L -c v> ^ »f -t? # ^ o 
[0 0 2 31 

2b ^ o 

[0 0 2 4] 

^ o 

[0 0 2 5] 

* MmmxMr^m i-mMi-^:^^. ^ fnt^(r>it^m^7ii't i> <oxih o x. 

mmm 1 ] 

[0 0 2 6] 

IIMW : 20t:-f >'^A^-^lC:feV^T. 60 nmONGMy V- h (Genetics??. ?l-94, 1 
9?4) ±tCE. coli 0P50*^>i^L/cn->±HX^J&L;^Co 
[0 0 2 ?] 

^i§iJ^S*3 J: U^'fi'iiiSS^ : p«^>'-7j:.^5>' (methanphetamine, J^J.TMAP t tn&IS-f -2> 
mm^i±«t®L/c|t7Kt^l00^§iftRt?ML. 50;tiL^35 mm NGMT'V- h (5 

V- h ^f^i^L/wo TJ}^^;V7'f>' (apomorphine, JSITAPO ^: iH&IB-^ S ^-^i*** ^ ) f±0 
.1% ascorbic acid=£r?#i^i: Lr|^#JC100f&itJt^?£«:^:flJ LTT y-fe-f "/V- h 
3 > h n-;i/g^r{i0.1% ascorbic acid ^fflv^f^o -t-T ^ V- h 0^^^^tc{±3 

.5 molAO>'^^'n-;^^fl^^^pfUi-;&c:fcti ioT^iiTi^-T'^- h o^fiO^'gA-r'S) 
t^RSv^/fo E. colin->±-C^WL7tadult;^'f-v^«O^A^S-basal buffer (Geneti 
cs 77, 71-94. 1974) XW^X^-tzm^. ±15(^^7 -fe-^ -/W- b i'^^ MAP^gtST- 
lillt^. APO^Sta-^tiSO^WM^at^ag^LTJScgL/w^. 20#l^<^)bend^'S:*#P^M=Sr 

. |liiE#2 0 0 5-3 0 1 1 3 4 4 



#112 004-000179 



5/ 



[0 0 2 81 

t^tmm^M^LXi'fnLtiSb mmr zfU- h±icS-basal hufierXm^VfzfSliA 

])kz/iri-}\^itM^-^j:'mMmWi<^i-^tLXj:.^x^^y^i^TVT Hzmm) o^^om 
M^VT}i^^4 2>.KmWi-t^±X^W^J:^m^^fzirZt'^mhfiX\^^:ho ir^j:t>-^. ^ 
■9-<7)>5;v^7"lx- h tci3lt^locomotion(ix-iJ-7&«*S:|^^J: "9 ^>PpaiJ$tL, ^(DmMi^i^ ^ 
^<^t^ Xo^£^W}'^M^it)^. c: (^slowing response{±DA#^^m: o TaUt^P $:}XTV> 
^ (Neuron 26, 619-631, 2000^ J Neurosci 21, 5871-5884, 2001) o lii?Lii>%tC;feV>T 
MAPti y :^ -T-;^ (^DATlC'f^ffi LT v 7';^ ^Rt^^jDAjiiK ^ ^ *DAT a"- 

;^ h LTMtgl-^^ fc:d>e> (Eur J Pharmacol 361, 269-275. 1998) ^ laAt-^feV^Tsl 
owing response ^r^Si"-?) ^tifi^M^titio 
[0 0 2 9] 

^WlftUb. J^-'f<^#:fe=£r5 5 ^ Lf^slowing response^lf SLTv^Tto ^i^tC^coMAP- 
induced slowing responseiCOV^T . MP;Pmm<Dm^(D§m^m^Lfzm^. mBl,z300ju 
mol/L<^)MAP=Sr^^i-;S i t frc J: o Xi^^tt/^-'lf:^ ifJiS^f^^^^jJli- ^ <^ t ^^^BJ ^ t 
>5:o7t (1112) o CcOslowing response^Jg^^: L/cMAPM*^Tll)i®f^<^^jt{±t(rBt-^^ 

AP-eM^!!IiS-r^i fc:d*ie5>l|-e*o/c (^3) o 
[0 0 3 0] 

tmbxmm^fifzo -t^^t)^. MPt:tisi>^xmm.-t^^tkzx^x. ^Kum.^ti' 

[*MM2] 
[0 0 3 1] 

mnmm is T , 4" wj^^ i: ^ frmm'^^t -r -/t. (oi^mmt^wo ^m^w^&i 

i^M^X^^:Lti)'^^hfiX\^^^ (J Neurosci 17, 8491-8497, 1997. Eur J Neurosci 1 
1, 1598-1604. 1999, Nat Neurosci 4. 1217-1223. 2001, J Neurochem 85. 14-22. 2003 

'mMx^h^t'hmm.'^f^fz (1114) o u^<o^^^^mmi)^2Bm^xh^^izi}-h ( 

Curr Biol 4, 151-153, 1994) , :$:SfSfel^ «fc o T^ffi ^ ^^/c^m^-:fe^t SMAPMS^rlili^ 
[0 0 3 2] 

txhho ^^x. :fui^i--fy(.iziB\^^xdmzffm-r^mmMT=f=-:^vx:^:hMP<Dm 

fsmi)^^:^ h >'±"/;^-CDA^##:tcf^M-t-^lt®DAT ^=-:^ V x^^T^'ejvy ^ > (ap 
omorphines iikTmtm^ir^m^-^^^^) om^mzRi^-rmW^m^l^fZo APOMM 
^miiiMP\n\M^Zlocomotiona&^^^B^iiZWML. slowing response ^^^Lfc (^5 
) o ^hliZ^ MAPBU^!3sSt::J:o-rC:OAPOK#slowing response(iii5^$ ttTiS »9 , ^WjB 
^ay^-Xim^hfifz (1^6) o 
[0 0 3 3] 

ffllE#2.0 0 5 - 3 .0 1 1 3 4 4 
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■ft-LXegg laysing heh&viovKWM^Ri^i-miiznir^m^^-^'MPm^m<Dmm^^if 

Ki&m^^^^^egg laying^i&MLX\^> ^hCt-^^^m^fitz (J Neurosci 15. 6975-685, 
1995) (III7) o ;i<Dmi<DmMKm-^mPM^S!M<0§m^m^ti^^. MB<DU 

AP^at3S{iIMIlcJ:;&egg-laying behaviorli'|pr'b^W*#x.-CV^^/6^o/i (US) o ^-^X 

[0 0 3 4] 
[0 0 3 51 

[ml MAPt::^-f-Sj|IA<^>slowing response tffiftiif^O^aio Ty-fe^yi^- b 
i^'<^MAP{±iiiK'eK#fi<Jt::j^A<^locomotion=Sr?|lfWLf>:o *p<0.05, ''•p<0.01 vs vehicl 
e (Dunnett test, n=16)o 

[1121 MAPtc^ti"^^^<7)slowing responset^rWsBi^^OJ^^o -^B izMPiB^l^ 

tzmAxii^Bi,zms.^fifzMPiizM-r:hm^n<o%mi!)mi(>hftfzo ^ ^p<o.ooi v 

s vehicle-vehicle, * * p<0.001 vs MAP-vehicle (Dunnett test, n=16-32)o "p<0 
.0001 vs each vehicle-pretreated control (t-test, n=32)o 

[III3 1 MAPt^^-r^m*<^slowing response 2: ^Tl!)iSf^<^^2lo frW}^i^<^l^^ii 
Mi&M^fi^MP<DM^K'\^^LX\/>fZo '*p<0.01 vs vehicle (0 mM) (Dunnett tes 
t, n=16)o 

[I1I41 m&^zi5iff^MP^mmi^<7)mmwm^o map immm. -r^j^i^^-^mm. 

7!)-h^^r\y>i^tX<DmmTf}^7mmY^Um^-^Bm^M^\^fzo **p<0.01 vs each v 
ehicle control (t-test, n=16)o 

[I1I51 ffffil^f^cO^Xtto APOfiMJS'SK^fi^t'slowing response 'SrM^bTto 'p<0. 
05, **p<0.01 vs vehicle (Dvinnett test, n=16)o 

imei nW}mi^<7)^x^o mpm^nmitAPOizMir^m'^'&L^juM^^. ^mmxi> 

slowing response ^^^L/^o **p<0. 01 (t-test, n=16)o 

[11171 ffi&Sf^<^#^tto mmmSt^'^miiZegg laying behavior^/Lm^-i^/io 
^'(ii {±4E/'p late r t X. /ci5P <^ ^ =Sr ^i" o 

[nisi ^ffi6iif^<^#*1lio Mmf&Mitimm^tegg-l&yiTis behaviortC^#^#x. 
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